He was treated with clofibrate (Atromid-S) 250 mg twice a day. This produced little change in the cholesterol level so the clofibrate dosage was increased to 500 mg three times daily. He now complained of increasing pain in the ankles and on 21.1.69 he developed acute redness and swelling of the right foot. The appearance of the foot seemed typical of gout; serum uric acid 7A4 mg/100 ml.
The symptoms and signs were rapidly controlled by indomethacin 25 mg four times a day, and there have been no further attacks of this type. On subsequent occasions the serum uric acid has not risen above 64 mg/100 ml. 20.6.69: total serum lipids 930, serum cholesterol 300 mg/100 ml. The serum appeared quite clear. A lipoprotein electrophoretic pattern showed normal a-lipoproteins, increased P-lipoproteins, with normal prebeta-lipoproteins and a normal chylomicron area. 5.2.69: Total cholesterol 413, triglycerides 82-2 (normal), phospholipids 322 mg/100 ml.
These clinical and lipoprotein findings are consistent with hyperlipoproteinemia Type II (Fredrickson et al. 1967) .
Progress: Treatment was continued with clofibrate and indomethacin and the xanthomata have decreased in size, but he still gets attacks of pain in the chest which are relieved by trinitrin. The serum cholesterol level did not change greatly and cholestyramine 4 g daily was given but the patient did not tolerate this drug. On one occasion when clofibrate was discontinued for 14 days the pain in his ankles became worse but there was no recurrence of the acute swelling.
His three children have been investigated and two appear to be affected.
Discussiont
Although the serum uric acid level in this patient was not usually raised, on one occasion he had an attack of gout with a raised serum uric acid and this seemed to be precipitated by an increase in the dose of clofibrate and later there was a return of pain when the clofibrate was stopped.
The relationship between hypercholesterolemia and hyperuricvmia has been investigated on several occasions without any firm agreement being reached by various authors.
Harris-Jones (1957) considered that hypercholesterolemia had an effect on uric acid metabolism and Borrie (1969) states that hyperuricwmia is common in hyperlipoproteinemia Type II (Fredrickson et al. 1967 ). However, Jensen et al. (1966) , studying a Danish family with hypercholesterolemia, found no evidence of a general increase in uric acid level. Mishkel (1967) agreed with this view. Berkowitz (1964) considered that hyperuricemia occurred only in the presence of a high triglyceride level which is not a feature of Type II cases, and which was not present in this case.
Harris-Jones (1957) considered that cholesterollowering agents might affect the uric acid level and felt that these should be studied, and Trevaks & Howell (1965) showed that clofibrate had a mild uricosuric effect without causing a sustained fall in serum uric acid. It may have been this effect which occurred in this case, but it should also be remembered that a transient and migratory type of arthritis may occur in familial hypercholesterolkmia without gout (Khachadurian 1968 A labourer at a milk depot, aged 61, presented in 1963 with an acute inflammatory arthritis involving wrists, elbows, knees and ankles and was admitted to St Thomas's Hospital. All investigations were negative and his arthritis settled spontaneously in three weeks. He has had no further joint symptoms since.
He presented again at King's College Hospital in November 1969 with a history of persistent diarrhoea which had started abruptly four months before. He had lost 1 I kg in ten weeks.
On examination: Skin showed increased pigmentation; blood pressure 130/65; no other abnorniality apart from limitation of wrist movement.
Investigations revealed evidence of small bowel malabsorption. The jejunal biopsy showed blunting of villi, dilatation of lymphatics, foamy histiocytes in the submucosa with periodic-acid-Schiff-positive inclusions, these features being diagnostic of Whipple's disease. X-rays of hands Section ofPhysical Medicine 61 U.
Fig 1 Radiograph of right carpis showing loss
Qo/joint space without er-osiont and feet showed loss of joint space in the carpus (Fig 1) later. Histology of the thymus showed lymphoid hyperplasia, but no neoplasia. She was able to stop the neostigmine within six months, and was then perfectly well until July 1958, when a semimembranous bursa was excised from the left knee. Two months later she developed an inflammatory polyarthritis and was treated with aspirin 6 g daily. February 1959: admitted to hospital with anaemia; Hb 5-5 g/100 ml; blood film showed hypochromia and microcytosis. Although she had complained of retrosternal burning after taking aspirin, there was no evidence of gastrointestinal bleeding, but her heemoglobin rose to 11-3 g/100 ml in response to oral iron. In 1966 she had an exacerbation of her polyarthritis. She had no rheumatoid nodules, but the sheep cell agglutination test was positive 1:512 and X-rays confirmed the presence of an erosive arthritis.
During the next two years she underwent a series of orthopadic operations, and was able to return to work.
In February 1970 she was admitted to hospital with a 5-week history of lethargy, breathlessness and swollen ankles. She was taking only soluble aspirin and oral iron, and had never had systemic corticosteroids.
On examination: Conspicuously anaemic and mildly jaundiced. Widespread vitiligo. No subcutaneous nodules. Neither liver nor spleen was palpable. She was in congestive heart failure and had retinal haemorrhages.
Inivestigations: Hb 5 g/100 ml. Reticulocytes 65%. WBC 16,600. ESR 150 mm in I hour (Westergren). Film showed polychromasia, microspherocytosis, and Howell-Jolly bodies. Bone marrow: erythropoietic hyperplasia. Haptoglobins absent. Schumm's test positive. Direct antiglobulin test positive 1:4096. The antibody was identified as a warm IgG antibody. Antinuclear factor negative. LE cells negative. Thyroid antimicrosomal antibodies positive 1:10. Antibodies to striated muscle and gastric parietal cells were absent, and non-organ-specific antibodies were negative. Protein-bound iodine 5 8 ,ug/l00 ml. Radioiodine uptake normal.
Progress: She was given prednisolone 40 mg daily. The heemoglobin rose steadily and was 12 8 g/100 ml after three weeks. Reticulocytes had fallen to 8 %, and the ESR to 4 mm in 1 hour.
Comment
There was evidence neither for malignancy nor infection, and drugs were excluded as a cause of her haemolysis. It was concluded that she had an
